. (A) Diagram of 40S:60S ratio modification in ltv1Δ or yar1Δ mutants (right) compared to WT (left). ltv1Δ and yar1Δ mutants contain more free 60S subunits in the cytoplasm than WT strain due to defective cytoplasm translocation of 40S subunits. (B) Survival of WT, ltv1Δ, yar1Δ, hsp104Δ, cells used in Fig. 1D and 1E after specified post-heat-shock incubation periods. Figure S2 . (A) Cells from red halos surrounding filters on which 6AP or GA was loaded ( Fig. 2A) were streaked on drug-free YPD medium. Cells surrounding filters on which DMSO and GdnHCl were loaded were used as negative and positive controls, respectively. (B) Read-through levels in ltv1Δ and yar1Δ [psi-] strains compared to WT [psi-] strain 1 . (C) The permeability of [PSI + ] WT, ltv1Δ and yar1Δ strains was analyzed. Cells were spread on YPD medium and small filters were placed on the agar surface. 10 nmoles (filters 2, 3, 4) and 20 nmoles (filters 1, 5, 6, 7) of ethanol (filter 1), menadione (filters 2 and 5), Ifenprodil (filters 3 and 6) and chlorhexidine (filters 4 and 7), that are toxic for yeast cells, were applied to each filter. The non-growing halos caused by the four toxic compounds spotted on WT, ltv1Δ and yar1Δ strains had similar diameters, indicating that the reduced sensitivity to 6AP, GA and GdnHCl of [PSI + ] prion in ltv1Δ and yar1Δ mutants was not due to a global change in membrane permeability. (D) [PSI + ] ltv1Δ and yar1Δ strains were crossed with a WT [psi-] strain and the four cells issued from the diploid sporulation were tested for their sensitivity to 6AP and 6APi. The transmission of prion was faithful from ltv1Δ and yar1Δ [PSI + ] cells to [psi-] WT cells, indicating that the resistance to prion curing in ltv1Δ and yar1Δ was not due to modification of the prion strain. (E) Polysome profiles of WT [PSI + ] strain transformed by an empty plasmid (left panel) or by a plasmid allowing Bms1p overexpression (OE, right panel). Cells overexpressing Bms1p display an impoverishment in 40S subunits as well as an elevated level of free 60S subunits compared to the strain transformed by the empty plasmid. 60S:40S ratio was 1.48 for WT strain transformed by the empty vector p416-GAL1, and 2.69 for WT strain overexpressing Bms1p. The y axis shows arbitrary units. (F) WT [PSI + ] cells transformed by an empty plasmid (left panels) or by the plasmid allowing Bms1p overexpression (right panels) were spread on glucose-(-panels) or 2% galactose-containing medium (+ panels) supplemented with 200 µM GdnHCl. Small filters were then placed on the agar surface and various
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